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In reply to the April 5, 2005 Office Action, the period for reply being extended by a 
Petition for Extension of Time filed herewith, and in consideration of the July 26, 2005 
personal interview with the Examiners, reconsideration of the application is respectfully 
requested in light of the following remarks. 

Claims 9-13 are pending in this application. Applicants appreciate the courtesies 
shown to Applicants* representative by Examiners Do and Le during the July 26 personal 
interview. Applicants* separate record of the summary of the substance of that interview is 
contained in the following remarks. 

The Office Action, on page 2, indicates that the rejection under 35 U.S.C. §102 from 
the previous Office Action is withdrawn; and states, on page 5, that claims 9-13 are **free of 
prior arts." The Office Action, on pages 2-5, for the first time, rejects claims 9-13 under 
35 U.S.C. §112, first paragraph, asserting that the disclosure is not enabhng and/or that the 
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claims fail to comply with the enablement requirement. These rejections are respectfully 
traversed. 

The Office Action, on page 2, states that "[a] function group or a binder conjugated to 
magnetic particles in step (b) of claim 1 is critical or essential to the practice of the invention, 
but not included in the claim(s) is not enabled by the disclosure." Specifically, the Office 
Action indicates that Applicants' disclosure on page 6, lines 5-10, discloses that the magnetic 
particles are bound to second molecules which bind with the layer of molecules on a substrate 
so as to bind the magnetic particles to the substrate, and indicates that the second molecules 
are not recited in claim 1, which Applicants interpret to mean independent claim 9. The 
Office Action goes on to assert that "(t)hese second molecules are critical to the present 
invention because they bind covalently to the monolayer of molecules on the substrate as to 
capture the magnetic labels. Covalent interaction is a stable binding interaction. Thus, the 
magnetic particles bind to the molecules on the substrate through the second molecules would 
be stably captured on the substrate." These assertions are incorrect. 
A, "Second Molecules" Are Not Critical 

Applicants' disclosure, at page 6, lines 5-11, indicates that typically magnetic particles 
are bound to a respective number of second molecules and a reaction binds the second 
molecules with the monolayer of molecules on the substrate. This paragraph goes on to state 
that "[a]ltematively however, the magnetic particles may be designed to react directly with the 
molecules bound to the substrate." Therefore, the second molecules are not required. As 
such, the Office Action's assertion that second molecules are required in claim 9 is clearly in 
error. MPEP §2164. 08(c) instructs that "[I]n determining whether an unclaimed feature is 
critical, the entire disclosure must be considered. Features which are merely preferred are not 
to be considered critical." In re Goffe, 542 F.2d 567, 191 USPQ 429, 431 (CCPA 1976). In 
this case, while employing second molecules may be "typical," there is disclosed an 
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alternative direct reaction with the molecules bound to the substrate. Therefore, second 
molecules clearly are not "critical" or "essential" 
B. No Undue Experimentation Is Required 

MPEP §2164.01, quoting United States v. Telectronics, Inc., 857 F.2d 778, 785, 8 
USPQ2d 1217, 1223 (Fed. Cir. 1988), states "The test of enablement is whether one 
reasonably skilled in the art could make or use the invention from the disclosures in the patent 
coupled with information known in the art without undue experimentation" (emphasis added). 
The MPEP continues "A patent need not teach, and preferably omits , what is well known in 
the art." In re Buchner, 929 F.2d 660, 661, 18 USPQ2d 1331, 1332 (Fed. Cir. 1991); 
HybritecK Inc. v. Monoclonal Antibodies, Inc., 802 F.2d 1367, 1384, 231 USPQ 81, 94 (Fed. 
Cir. 1986), cert, denied, 480 U.S. 947 (1987); and Lindemann Maschinenfabrik GMBHv, 
American Hoist & Derrick Co., 730 F.2d 1452, 1463, 221 USPQ 481, 489 (Fed. Cir. 1984) 
(emphasis added). 

The Office Action sets forth and analyzes the enumerated factors, drawn from 
MPEP§2 164.0 1(a), that are to be considered, as a whole, when determining that 
experimentation may be undue on pages 3-5 of the Office Action. Specifically, the Office 
Action, at the top of page 4, asserts that the prior art fails to teach a method of binding the 
magnetic particles (non-bound) as labels to molecules of the substrate. This assertion is 
incorrect. As such, the rest of the analysis regarding a level of experimentation to arrive at 
what was known necessarily fails. 

In support of Applicants' conclusions that the above statements are incorrect. 
Applicants respectfixUy submit the enclosed references which indicate, among other facts, that 
it was known to those skilled in the art in 1977 and in 1980 that: (1) a magnetic particle can 
bind directly to a molecule such as an antibody based on the use of for example Gadolinium 
as a probe in the Fc region of a homogeneous . . . antibody; and (2) in addition to covalent 
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bonding to the monolayer of the substrate, which the Office Action indicates is "critical," 
other binding reactions are possible including, for example, electrostatic bonding as is 
indicated by the attached discussion of colloidal gold bonding to a protein. These references 
indicate that the state of the prior art as early as 1977 included methods of binding magnetic 
particles as labels directly to molecules of a substrate. As such, no undue experimentation 
would have been required. Therefore, the disclosure cannot be considered non-enabling as to 
this feature, contrary to what is asserted by the Office Action. 

Incidentally, Applicants respectfiilly note the Office Action's recognition that "the 
level of skill in the art is high," thereby further undercutting the conclusion that "undue" 
experimentation would have been required. 

^ idi 

For at least the above- stated reasons. Applicants assert that (1) the Office Action is in 
error; and (2) the disclosure meets the written description and enablement requirements of 
35 U.S.C. §1 12, first paragraph. 

Applicants* representative presented the above arguments regarding the allowability of 
claims 9-13 to Examiners Do and Le during the July 26 personal interview. Specifically, all 
of the §112, first paragraph, issues, and evidence to overcome the erroneous assertions in the 
Office Action were discussed. The Examiners did not rebut any of the arguments presented 
by Applicants* representative. The Examiners indicated that a close reconsideration will be 
taken when Applicants submit a formal response. 

hi view of the foregoing. Applicants respectfiilly submit that this application is in 
condition for allowance. Favorable reconsideration and prompt allowance of claims 9-13 are 
earnestly solicited. 
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Should the Examiner believe that anything further would be desirable in order to place 
this application in even better condition for allowance, the Examiner is invited to contact 
Applicants* imdersigned representative at the telephone number set forth below. 



JAOrDAT 

Attachments: 

Petition for Extension of Time 

Excerpt from Willan et al.. The use of gadolinium as a probe in the Fc region of a 
Homogeneous anti-(type-III pneumococcal polysaccharide) antibody, 151 Biochem. J. 
205-11 (1977) 

Excerpt from lessen et al.. Selective binding of colloidal gold-protein conjugates 
epidermal phosphorous-rich keratohyaline granules and cornified cells, 87 J. Invest. 
Dermatol. 737-40 (December 1986) 

Excerpt from Goodman et al., A review of the colloidal gold marker system. Scan 
Electron Microsc. 133-46(1980) 

Date: August 4, 2005 
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ain!tti-t^[p©^lJ pifieuifi/a^^eeall p®ly©©©&hsri^o) Qf^tt^^^o 



The binding of gadolinium [Gdlill)] to a homogeneous rabbit sntKtJfP^t-lH 
pneumococcal polysaccharide) IgG (5mmun^tebul5n Q) and iSs Fab (N- 
terminal hat? of heavy and light chain) ar^ Fe (C-tenninal haK heavy^Sn 
dimer) fragments demonstrated by measurements of solverW-^ii^ater 
proton relaxation rates in ^e appropriate Gd{lll) solutions. At pH §.§ th© 
binding of Gdflll) to the Fc fragment is much tighter (KD approve. 5 micronWJ) 
Wian binding to the Pab frsgmend (KO approic 2S0 micronM). The binding o? 

Gddll) to the whole Ig© molecule {KD spprm. ^ micronWI) te very similar to 
that for the Fc fragment alon©. This spsciTidtjf di binding to the Fg regSon 

the use of Qd(lll) as a probe of the Fc confomf^tten. The ©nmronment 
C3f the Gd(||l} in «he Fc region of whole IgQ (s not affe^ed by the presence of 
octasacctmride derived by hydrolysfe of type-l!l pneumococcal 
polysaccharide, but the corresponding 28-unr5 sstochariid© does ^ys<s 
detectable changes. The addition of 16-unii sacehartde to antKSHII 
polysacKiharkJe) IgG in the presenc© of Gd(lll) ^©©s (ftot change tihe solwint 
water proton relation rate, aRhougn aggre^tion does occur. The e^ec^s of 
the 28-unii saccharide may be eisplairi^ therdfor© by a change in tS^e 
tumblSng time of the igG, Fr^ a study of the effect of various 
antigen/Qntftjody ratios, it is concluded ih@t the 2a-unil"S®cch®ride-induc®d 
changes in th© GdlJIl) environment in the Fc region are cauaKj by the specific 
geometrical strucluf© of the antlgen«^ntibody c^mpte^ses fomi©d, and not 
simpty by occupancy of th© combining sites on the antibody. 
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f" Us J Invcsi Dennaiol- 19861>cc;87(6):737«>40. 
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Colloidal gold solutions co^jugoled with sUspi^docoo^ protein A (SjpA) widely usee 
m bigh-7«^ution immunocyiochemical siudies to visualize antibodies l^imd as anUgesii 
:ntes. we rcpon that colloidal gold solutions coTyugatcd with SpA^ bovine senro 
slbiunin (BSA), m gislann bind selectively ?o siruetures in gluUsmidchjrda^-Sjusd, pla^tk- 
«:mbcdded epidcmiis of rabbit, luousc^ and human. Two typss oxf keraiohyaliAic gms&iyiies 
pfresero in c|ridCTnii8, a phosphonas-rich (PJ^) smd a sul|ibur-nch (SR) type. The PR 
kerainhyaline granules were strongly labskd with gold pmii:!^ ^tsri^ SR 
kemohysdinc granules or oihei^ suucuir^ in the living cells uf epidermis were unlabeled. 
The PR keramhyalinc granules arc assunied to be preeurKons of the msOris^ pmidn of 
comilied cells, and imcnse gold labeling occurr^ ovgr the lower layt^ of comiiled cells 
(i,e*. $%lramm lueidm). Mo7» superficial comified cdls weakly kbeled or unJabeM 
I'he gold labeling pattern wi»s idcnticQl whether SpA, UHAq or gelaiin was usetd to 
s^iUze ibc eoUoidal gold sohnion. mccltetnism of binding of proldsi-conj^^ted 
gold to PR keratobyaline gr^ules and mauix pmt^in of eomiSed c«4is is nou el(5£!r. It is 
3pe^*ulausd thai the charged gold parUcles are not eomp1(aia?ly ec^tcd by disc s^ia^nlmsKg 
protdzL, allowing for sn electrostatic interaction with charged protfions in ssetiuns of o@Q$. 
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Colloidal gold can be luy^d as a partic^ulsie ntarlccr tor she dctoctioo smd j|cGsK<f.a!ii(usi csf 
targd molecules by various modes ofKnicroscopy (li^ and fluonrscesxt m{c:re$90^Q 
scanning am) iransmts^^sioA electron microscopy) usmg toifa dir^ ^ mdimsca M^U^g 
approaches. Severn! lechnlqtKis available for thr parepaiausm of gold ^sirks^ a siz^ 
range of Smn u> 1 SOnm, their mew :»ze md shs^ ebaisetcristjcs as&d aMcsTpUim spoeEirs 
1 varying with panicJc me. Under uppro^iate conditions^ colloidal gold will hm& 
I macromolcctJes by nonocovaleni dectiostmic adsorption >^ th litde chen^ m Urn spod li 
\ activity of ^ bound maciomolc^le. lids ini$ra(;:tion is innmieed by a Bumbe; of 
iVu:^ars including ionic concanlrutioa, pH conditions (in cnmrlatioQ with &hs? praidn pi 
values) and provrin st^Ui2ing levels. F:resenee of reaedve prot^ on pr&jibass cm bs 
demonstrated and quantitaied by direct and indireet radioaaive binding assays siM 
ugglutioation assays, Thc^e assays provide cunveniem proeoddw^ for chssra^^edzing 
stability, and behaviour in sturag@, of gold probes. Stability of gold pmb^ under 
conditons wheis competing proteins are prt»>ent, under freeze-tbaw cycles mi undsc* 
SEM prepBToition conditions have been evaluated in this pspsr, Som& of Ihs basic 
procedures in die application of gold probes to cell labeling arc brielly discussed toge^ 
with certain limitations of the colloidal gdd marker systm. A bibllogtapissr of gold 
cell labeling srudics is i?icjuded. 
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